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Period for co^-un/cST^^^ib;^,, . , L^„,,„,, J,^^ _ - 

earned patent term adjustment. See 37 CFR 1.704(b) communication, even if timely filed, may reduce any 

otdtUS 

Responsive to communication(s) filed on 23 January 9ani . 

2a)n This action is FINAL 9h^M thio o^*- • 

-^0)12$! This action is non-final 

Disposition of Claims 

4) 13 Claim(s) 1:24 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) 13 Claim(s) is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) 0 Claims are subject to restriction and/or election requirement. 

Application Papers 

9) n The specification is objected to by the Examiner. 

1 0) 0 The drawing(s) filed on is/are objected to by the Examiner. 

11) 0 The proposed drawing correction filed on is: a)^ approved b)^ disapproved. 



12)n The oath or declaration is objected to by the Examiner. 



Priority under 35 U.S.C. § 1 19 

1 3) n Acknowledgment is made of a claim for foreign priority under 35 U.S.C 6 1 1 9(a)-(d) or m 

a)nAII b)D Some*c)n None of: 

1 •□ Certified copies of the priority documents have been received. 

2.n certified copies of the priority documents have been received in Application No 

, ; ° ""'"^X^^^::^—^^ — d in this National Stage 
see the attached detailed Office action for a list of the^ertified copiei not received 

14) 0 Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 19(e). 
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DETAILED ACTION 

!532'T"'''''''°'''''"'°''''^"°*"^^''™^-*"»"(CPA) under 37 CFR 

2. Claims 1-24 are pending and under examination. 

The ExaminerwiWraws the species «Won requirement between SEQ ID NOs- 2 3 4 5 and 6 in 
cia,ms 9-12 since the, are subsets of a single larg. po,ypep«e, CCK (Cholecystoi 

tem,!llr!,!r ' ' " ' "^'^ '~" ^'"-iccmprising U N- 

Cleaving a SNARE protein compnsing the light chain of BoNT/A or E cleavino SNAP L 

CFR 1.142(b) as being drawn to a non-elected invention, 

3. The following are new grounds of rejection. 

The following is a quotation of the first paragraph of 35 U.S.C. §112: 

artthatthe inventors, at«,e tme the applicaSon was filed, had possession of the claimed inveln. 
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fac.,Je.a„*„ o~^^^^^ 

However, Applicants disclosure is limited to the binding elements ofSEO ID Nno , w . 
DanrrP3«n rru /ok«i« x i ■ • . ^i^mcms or ^tzij ID NO:2-6 which b nd the 

pancreak CCK (cholecystokinin) receptor, translocation elements that consist nf th. a/ . ■ 

the art would not recoanize the Mnta. ^ ■ Consequently, one of skill in 

^ ™™'^P''"*tobeinpossessionofthegengsof(imrfMe(emenk 
«o*„ eta*, «i ata* and space.«,te as Led. 

ordln^t'' = ^ ^ 

ordin ^ SMI ,n the art that the inventor, at the the „n was ffled, had po sessio of the 

139 i406(M, C,r. Applicant .s also directed to the Guidelines for the ExaminaaonofPatent 
iw. H, pages luyg-nn, Fnday January 5, 2001. 
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A. Claims 1-12 are rejected under 35 1 J r Rif)7f^\ ^ u • 

98/07864 see IDS PTO fnm, ,2 " ^hone et al. (WO 

004, see IDS, PTO form 1449) in viewofGaisanoef al. (Gas(ro9n(ero/oovl11-iifi, «»o ... 
accompan^ng edittal on page 1770), Kennedy e. al. U B,L, TO 9 nVo 
Fon.1449,andGanon,,,n:«e.e.o.^ca/..,si.cJrS^^^^^ 

w«ca„«..econ,os«on,inwhich,^«ngelen.n,,orneoronalcel,sl^^^^^^^^^^^^^^ 
ten„™s «e heavy c^.n of closMa, neurotoxins, is specffic.ly .™.e.in «,is coI*r 
a^ate a binding element fcr binding ,o otber neuronal or non-neuronai cell ^pes sZage 3! 

SWREro,e,nsSNAP.25,synap,obrevin/VAMPandsyn,axin,and,ba,*e.^^^^ 
P ferably den«d fron, botulism or tetanus toxin (both Costidiai neurotoxins). ItL well Tnl n fte art 
a .^e me of tbe invenSon that dfcren, toxin types (e.g. botulinum type A, b^tulinum ^^b7Z1^ 
a.o.)ofc,ost.di.„eurotoxins Cleave d«erentsubsetso,theevo,u.„na.yconservedS^R^^^^^^^^ 



Asplicalion/Cofilrol Number 09/288 326 ^ 

Art Unities ■ P3g,5 



page 1661 in particular) Gaisano et tp..h fh . • (see 

*e*p,as.„™ec*::zr^Tr'""™"""*"^*''^^^^^^ 
--e.ape..pa„„ea.:,r::i::r:~^^ 

receptor, a l^wl 21 , T ' ^^""""^ ""^^ = 
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deaving one or more of IHe evoluSonarily consented SNARE proteins, syntaxin, SNAP-25 and VAMP as 
taught by Shone at al. for inhibiSng exocytosis and therefore enzyn« secreSon, which similarty requires one 
of the SNARE proteins. In pancreaSc acinar cells as taught by Gaisano et al. in which the binding element 
consists Of SEQ ID NOs: 2, 3, 4, 5 and 8 which bind the CCK-A receptors on pancreaBc acta cells * 
nigh affinity as taught by Ganong and Kennedy et al. 

One Of skill in the art would have been motivated to use a composition comprising a binding element a 
translocation element and a therapeutic element which specifically blocks exocytosis as taught by Shone et 
al, and which specifically targets the CCK-A receptor on pancreatic acinar cells by using CCK peptides as 
the binding element as taught by Kennedy et al, and Ganong. and once internalized inhibits exocytosis and 
enzymatic secretion from the pancreatic cell in which the therapeutic element cleaves the SNARE protein 
VAMP. Which is involved in the evolutionarily consen/ed process of vesicle docking found also in neuronal 
cells as taught by Gaisano et al. One of skill in the art would have been motivated to use this composition 
which would block enzyme secretion of the pancreatic acinar cells to treat acute pancreatitis which is well 
known in the art to be associated with the "escape" of pancreatic enzymes from acinar cells into 
surrounding tissues. 

B. Claims 13-24 are rejected under 35 U.S.C, §103(a) as being unpatentable over Shone et al (WO 
98/07864), Gaisano et al. {Gastroenterology 1 1 1:1 161-1669. and the accompanying editorial on page 
1 770), Kennedy et al. (J. Biol.Chem. 272(5):2920-2926) and Ganong as applied to claims 1-12 and further 
m view Of Foster et al. (W096/33273, see IDS, PTO Form 1 449) and Dang! et al. (of record EMBO J 
7(7): 1989-94, 1988). 



Shone et al., Gaisano et al.. Kennedy et al. and Ganong have been discussed 



supra. 



However Shone et al., Gaisano et al., Kennedy et al. and Ganong do not teach a composition further 
comprising a spacer mo/e/K which separates the binding element from the translocation element. The 
combined references further do not teach that the spacer moiety comprises a proline-containing 
polypeptide identical or analogous to an immunoglobulin hinge region of SEQ ID N0:11. 

However, Foster et al. teach a composition comprising a binding element to a neuronal cell surface 
marker (see page 9, lines 19-21 and page 12, line 25 to page 13, line 6, in particular), a translocation 
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element consisting of the N-terminal half of the heavy chain of a clostridial neurotoxin (C. botulinum or C 
tetan.; see page 9, lines 8-12 and page 12, lines 1-24 in particular) a therapeutic element consisting of the 
light Cham of a clostridial neurotoxin (C. botulinum or C. tetani) capable of cleaving the SNARE protein 
synaptobrevin, syntaxin or SNAP-25 (see page 12. lines 13-19 in particular) which will inhibit vesicle ' 
exocytosis and secretion, and a spacer mo/e(K separating the binding element and the translocation 
element and which are used to link the two elements (see page 13, lines 18-24 in particular). 

Foster et al. do not teach a spacer moiety specifically comprising a proline-containing polypeptide 
Identical or analogous to an immunoglobulin hinge region (such as SEQ ID. N0:11). 

However, DangI et al.. teach that the immunoglobulin hinge region (SEQ ID N0:1 1) allows for flexible 
movement of the antigen binding regions of the immunoglobulin molecule such that two antigen binding 
sites can move relative to each other to bind determinants separated by different distances and orientations 
(see page 1991. Table 1 in particular). DangI et al. further teach that this hinge region may function as a 
spacer, facilitating a proper spatial relationship between the Fab and Fc regions, allowing for both antigen 
binding and Fc effector functions such as complement activation (see page 1 989, introduction, and page 
1991, Table 1 in particular). 

Therefore, it would have been obvious to one of ordinary skill in the art at the time the invention was 
made to design a composition with a spacer moiety separating the binding element and translocation 
elements which link the two elements as taught by Foster et al. in which the spacer moiety comprises an 
immunoglobulin hinge region as taught by DangI et al. One having ordinary skill in the art at the time the 
invention was made would have been motivated to use a spacer region for connecting the binding element 
with the translocation element in which the spacer region is an immunoglobulin hinge region (SEQ ID 
N0:1 1) since the hinge region allows for a high degree of flexibility in the movement of the domains, such 
as the ti-anslocation and binding elements, which it interconnects. 



5. No claim is allowed. 



Any inquiry concerning this communication or earlier communications from the examiner should be 
directed to Karen Clemens whose telephone number is (703) 308-8365. The examiner can normally be 
reached Monday through Friday from 8:00 am to 5:00 pm. A message may be left on the examiner's voice 
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mail service. If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Christina Chan can be reached on (703) 308-3973. Any inquiry of a general nature or relating to the status 
of this application should be directed to the Technology Center 1 600 receptionist whose telephone number 
is (703) 308-0196. 

Papers related to this application may be submitted to Technology Center 1600 by facsimile 
transmission. Papers should be faxed to Technology Center 1 600 via the PTO Fax Center located in 
Crystal Mall 1. The faxing of such papers must conform with the notice published in the Official Gazette, 
1096 OG 30 (November 15, 1989). The CM1 Fax Center telephone number is (703) 305-3014. 




Karen Clemens, Ph.D. 
Patent Examiner 
Technology Center 1600 
March 21, 2001 
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